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1 5 ®^ Jo/Wce Action Summary 

I 

- Th MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
^"^enodf r Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply spedfied above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of Uiis communication, even if timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1.704(b). 

Status 

1 )EI Responsive to conrimunication(s) filed on 14 April 2003 . 
2a)E| This action is FINAL 2b)n This action is non-final. 

3) 0 Since this application is in condition for allowance except for fomnal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 . 453 O.G. 213. 
Disposition of Claims 

4) 0 C!aim(s) 1-4.11-17 and 35-71 is/are pending in the application. 

4a) Of the above claim(s) 1-4,11-17 and 35-56 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) 13 Claim(sy 57-7t is/are rejected. 
?)□ Claim(s) is/are objected to, 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)|EI accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

11) 0 The proposed drawing correction filed on is: a)^ approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)nAII b)n Some*c)n None of: 

1 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 

* See the attached detailed Office action for a list of the certified copies not received. 

14) ^ Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application), 
a) □ The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) ^ Interview Summary (PT041 3) Paper No{s). 12 . 

2) □ Notice of Drattsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Infomnal Patent Application (PT0152) 

3) □ Infomiation Disclosure Statement{s) (PT01449) Paper No(s) . 6) Q Other 
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Response to Amendment 

Applicant's arguments filed 04/14/2003, paper number 12. have been fully considered. Claims 
5-10 and 18-34 have been cancelled. Claims 57-71 have been added. Claims 1-4,11-17 and 35- 
56 have been withdrawn. Claims 1-4,11-17. 35-71 are pending and claims 57-71 are under 
consideration in the instant action. 

Specification 

Applicants arguments to the objection to the specification on the grounds that the 
specification is unclear as to the phenotype of the claimed mice with regard to fasting blood 
glucose levels has been considered and was not found persuasive. The statement on page 62. 
lines 28-30 of the specification, disclosing that heterozygous mutant mice display decreased 
fasting glucose levels is contradictory to the statement on page 59, line 12 disclosing that 
heterozygous mutant mice have increased fasting blood glucose levels. Figure 4 supports the 
statement that heterozygous mutant mice had increased blood glucose levels. Applicants 
respond that Table 2 does not refer to fasting glucose levels but non-fasting glucose levels. 
However, the relevance of this argument is unclear. Examiner's explanation of the lack of clarity 
of the specification with regard to the phenotype of the mouse did not rely on Table 2. 
Applicants' response also gives evidence that heterozygous mice display reduced serum non- 
fasting glucose levels (page 4, lines 24-29). however, they fail to address the fact that the 
specification states that "heterozygous mutant mice had increased fasting blood glucose levels." 
(page 59, line 12-page 60, line 1). With evidence in the specification to support contradictory 
phenotypes. it cannot be determined which phenotype(s) the mice actually displayed. 

Claim Rejections - 35 USC § 112, 1^ paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
nfiaking and using it, in such full, clear, concise, and exact temis as to enable any person skilled in the 
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art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his Invention. 

Claims 57-71 as newly added are rejected under 35 U.S.C 1 12, 1^^ paragraph as 
containing subject matter which was not described in the specification in such a way as to 
reasonably enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. Claims 5-10 and 18-34 have been cancelled and 
thus, the rejection as it pertains to claims 5-10 and 18-34 is withdrawn. The previous rejection 
is, however, applicable to claims 57-71 for the reasons of record advanced on pages 7 and 8 of 
the previous office action mailed 01/07/2003. For clarity, the rejection is reiterated below. 

1) The specification fails to enable knocking out any glucagon receptor gene other than 
that set forth by SEQ ID N0:1 (see page 8, 2"^ paragraph of prior office action mailed 
01/07/2003). 

By use of the phrase "an endogenous glucagon receptor gene", claims 57 and 70, are 
drawn to any glucagon receptor gene, including orthologues of the mouse glucagon receptor set 
forth by SEQ ID N0:1 . The specification only teaches one mouse glucagon receptor gene (SEQ 
ID NO: 1; page 10. lines 6-8). The specification does not provide adequate guidance for 
determining other mouse glucagon receptor genes or that other glucagon receptor genes exist 
in mouse or have the same function as the glucagon receptor gene disclosed. Therefore, a 
knockout of any glucagon receptor gene other than the glucagon receptor described in the 
specification would have different phenotypic effects that are not predictable (see pages 5-6 of 
the prior office action). Deleting the word "an" preceding the term "endogenous" in claims 57 
and 70 would overcome this rejection. 

2) The specification fails to enable making mice comprising a homozygous and/or 
heterozygous disruption of the glucagon receptor gene wherein the mice exhibit any phenotype 
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(see page 5, paragraph 2; page 7, paragraph2; page 8, paragraph 1 of prior office action mailed 
01/07/2003), 

Claim 57 encompasses mice heterozygous for a disruption in the glucagon receptor 
gene wherein the mice have any phenotype. The phrase, "A transgenic mouse whose genome 
comprises a disruption in an endogenous glucagon receptor gene" encompasses both 
homozygous and heterozygous mice. The following phrase of the claim, "wherein where the 
disruption is homozygous, the transgenic mouse exhibits, relative to a wild-type mouse, a 
metabolic abnonnality or a pancreatic abnormality" limits the recited phenotype to homozygous 
mice only. Therefore, the heterozygous mice encompasses by the claim have no recited 
phenotype and therefore, encompasses mice heterozygous for a disruption in the glucagon 
receptor gene wherein the mouse has any phenotype. 

The specification teaches that mice heterozygous for a disruption in the glucagon 
receptor gene display both increased fasting blood glucose levels (sentence bridging pages 59- 
60) and decreased fasting glucose levels (page 62, lines 28-30), increased fasting insulin levels 
(Figure 11), reduced non-fasting serum glucose levels (page 59, line 2; Table 2) and mild to . 
moderate hyperplasia and hypertrophy of the islet cells (page 56. lines 20-21). Therefore, the 
specification is enabling for heterozygous mice having only those phenotypes as described by 
the specification. As set forth in the art and described in said prior office action (page 5, 
paragraph 2), the phenotype of a transgenic animal was unpredictable at the time of filing. The 
specification does not overcome the unpredictability inherent in generating knockout mice such 
that any phenotype could be obtained and its use determined prior to learning the phenotype. 
The specification does not teach any phenotype for the claimed heterozygous mice other than 
those listed above. Without reciting a phenotype in claim 57 for the heterozygous mice, the 
claim encompasses heterozygous mice with other phenotypes not supported by the 
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specification. Without guidance as to how to obtain and use the heterozygous mice, it would 
require one of skill in the art at the time the invention was made, undue experimentation to 
determine how to obtain any phenotype in a mouse heterozygous for a disruption in the 
glucagon receptor gene or to use said mouse wherein the mouse has any phenotype. 

Claim 70 encompasses a transgenic mouse whose genome comprises a homozygous 
disruption in an endogenous glucagon receptor gene wherein the mouse has any phenotype. 
There is no phenotype recited for the claimed mouse. The phenotype of reduced fertility recited 
in line 5 of the claim is the phenotype of the offspring of the claimed mouse and does not reflect 
any observable or detectable phenotype of the claimed mouse that correlates to the disruption 
in the glucagon receptor gene. The specification fails to overcome the unpredictability in the art 
as set forth above and in the prior office action. Accordingly, it would require one of skill in the 
art at the time the invention was made, undue experimentation to detemriine how to make and 
use the claimed mouse having any phenotype. 

Claims 58-69 depend from parent claim 57 and also encompass both the homozygous 
heterozygous mice encompassed by the parent claim. Accordingly, the above rejection also 
applies to claims 58-69. 

Claim 71 depends from parent claim 70 and also encompasses both the homozygous 
heterozygous mice encompassed by the parent claim. Accordingly, the above rejection also 
applies to claim 71. 

Applicants argue that the rejections reiterated above are overcome by limitations 
introduced to newly added claims 57-71. This argument is not persuasive. Applicants' do not 
address how newly added claims 57 and 70 overcome the rejection to the broad genera of 
glucagon receptor genes encompassed by the phrase "an endogenous glucagon receptor". 
Applicants' also argue that the specification is fully enabling for the newly added claims as they 
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are limited to specific phenotypes. However, claim 57 is written such that it encompasses a 
heterozygous mouse exhibiting any phenotype. Claims 58-69 and 71 are dependent from claim 
57 and encompass both heterozygous and homozygous mice wherein the mice have specific 
phenotypes. However, the phenotypes cited by claims 59-63, 65-69 are not supported by the 
specification. Furthennore, the homozygous mouse of claim 70 does have a phenotype. 
Therefore, applicants' arguments with respect to claims 57-71 are not persuasive the rejections 
reiterated above are maintained for the reasons of record. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant 
is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or eariier communications from the examiner 
should be directed to Valarie Bertoglio whose telephone number is 703-305-5469. The 
examiner can nomially be reached on Mon-Weds 6:00-2:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah Reynolds can be reached on 703-305-4051. The fax phone numbers for 
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the organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-1234. 
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All participants (applicant, applicants representative, PTO personnel): 



(1) Valarie Bertoalio . 



(3). 



(2) Nicole Verona . 



(4). 



Date of Interview: 02 June 2003 . 

Type: a)^ Telephonic b)n Video Conference 

c)n Personal [copy given to: !)□ applicant 2)0 applicant's representative] 

Exhibit shown or demonstration conducted: d)Q Yes e)0 No. 
If Yes, brief description: . 

Claim(s) discussed: 57-85 , 

Identification of prior art discussed: 

Agreement with respect to the claims f)n was reached. g)n was not reached. h)n N/A. 



Substance of Interview including description of the general nature of what was agreed to if an agreement was 
reached, or any other comments: See Continuation Sheet 

(A fuller description, if necessary, and a copy of the amendments which the examiner agreed would render the claims . 
allowable, if available, must be attached. Also, where no copy of the amendments that would render the claims 
allowable is available, a summary thereof must be attached.) 

THE FORMAL WRITTEN REPLY TO THE LAST OFFICE ACTION MUST INCLUDE THE SUBSTANCE OF THE 
INTERVIEW. (See MPEP Section 713.04). If a reply to the last Office action has already been filed, APPLICANT IS 
GIVEN ONE MONTH FROM THIS INTERVIEW DATE, OR THE MAILING DATE OF THIS INTERVIEW SUMMARY 
FORM, WICHEVER IS LATER, TO FILE A STATEMENT OF THE SUBSTANCE OF THE INTERVIEW. See 
Summary of Record of Interview requirements on reverse side or on attached sheet. 
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Summary of Record of Interview Requirements 

« • 

Manual of Patent Examining Procedure (MPEP), Section 713.04, Substance of Interview Must be Made of Record 

A complete written statement as to the substance of any face-to-face, video conference, or telephone interview with regard to an application must be made of record in the 
application whether or not an agreement with the examiner was reached at the interview. 

Title 37 Code of Federal Regulations (CFR) § 1.133 Interviews 
Paragraph (b) 

In every instance where reconsideration is requested in view of an inten^iew with an examiner, a complete written statement of the reasons presented at the interview as 
waffanting favorable action must be filed by the applicant An interview does not remove the necessity for reply to Office action as specified in §§ 1 . 1 11 . 1 . 1 35. (35 U.S.C. 1 32) 

37 CFR §1 .2 Business to be transacted in writing. 
All business with the Patent or Trademark Office should be transacted in writing. The personal attendance of applicants or their attorneys or agents at the Patent and 
Trademartc Office is unnecessary. The action of the Patent and Trademark Office will be based exclusively on the written record in the Office. No attention will be paid to 
any alleged oral promise, stipulation, or understanding in relation to which there is disagreement or doubt 



The action of the Patent and Trademark Office cannot be based exclusively on the vtoitten record in the Office if that record is itself 
incomplete through the failure to record the substance of interviews. 

It is the responsibility of the applicant or the attorney or agent to make the substance of an interview of record in the application file, unless 
the examiner indicates he or she will do so. It is the examiner's responsibility to see that such a record is made and to correct material inaccuracies 
which bear directly on the question of patentability. 

Examiners must complete an interview Summary Fonm for each inten/iew held where a matter of substance has been discussed during ttie 
inten^iew by checking the appropriate boxes and filling in ttie blanks. Discussions regarding only procedural matters, directed solely to restriction 
requirements for which interview recordation is othenwise provided for in Section 812.01 of the Manual of Patent Examining Procedure, or pointing 
out typographical errors or unreadable script in Office actions or the like, are excluded from the interview recordation procedures below. Where the 
substance of an interview is completely recorded in an Examiners Amendment, no separate Interview Summary Record is required. 

The Inten/iew Summary Form shall be given an appropriate Paper No., placed in the right hand portion of the file, and listed on the 
"Contents" section of the file wrapper. In a personal interview, a duplicate of the Fomri is given to the applicant (or attorney or agent) at the 
conclusion of the interview. In the case of a telephone or video-conference interview, the copy is mailed to the applicant's correspondence address 
either with or prior to the next official communication. If additional correspondence from the examiner is not likely before an allowance or if other 
circumstances dictate, the Fomi should be mailed promptly after the interview rattier than with the next official communication. 

The Form provides for recordation of the following infonmation: 

- Application Number (Series Code and Serial Number) 

- Name of applicant 

- Name of examiner 

- Date of interview 

- Type of interview (telephonic, video-conference, or personal) 

- Name of partidpant(s) (applicant, attorney or agent, examiner, ottier PTO personnel, etc.) 

- An indication whether or not an exhibit was shown or a demonstration conducted 

- An identification of the specific prior art discussed 

- An indication whether an agreement was reached and if so, a description of the general nature of the agreement (may be by 
attachment of a copy of amendments or claims agreed as being allowable). Note: Agreement as to allowability is tentative and does 
not restrict further action by the examiner to the contrary. 

- The signature of the examiner who conducted the interview (if Form is not an attachment to a signed Office action) 

It is desirable that the examiner orally remind the applicant of his or her obligation to record the substance of the interview of each case. It 
should be noted, however, that the Interview Summary Fomn will not normally be considered a complete and proper recordation of the interview 
unless it includes, or is supplemented by the applicant or the examiner to include, all of the applicable items required below concerning the 
substance of the interview. 

A complete and proper recordation of the substance of any Interview should include at least the following applicable items: 

1) A brief description of the nature of any exhibit shown or any demonstration conducted, 

2) an identification of the claims discussed, 

3) an identification of the specific prior art discussed, 

4) an identification of the principal proposed amendments of a substantive nature discussed, unless these are already described on the 
Interview Summary Form completed by the Examiner, 

5) a brief identification of the general thrust of the principal arguments presented to the examiner, 

(The identification of arguments need not be lengthy or elaborate. A verbatim or highly detailed description of the arguments is not 
required. The Identification of the arguments is sufficient if the general nature or thrust of the principal arguments made to the 
examiner can be understood in the context of the application file. Of course, the applicant may desire to emphasize and fully 
describe those arguments which he or she feels were or might be persuasive to the examiner.) 

6) a general indication of any other pertinent matters discussed, and 

7) if appropriate, the general results or outcome of the interview unless already described in the Interview Summary Fomri completed by 
the examiner. 

Examiners are expected to carefully review the applicant's record of ttie substance of an interview. If the record is not complete and 
accurate, ttie examiner will give the applicant an extendable one month time period to correct the record. 

Examiner to Check for Accuracy 

If the claims are allowable for other reasons of record, the examiner should send a I tter setting forth the examiner's version of the 
statement attributed to him or her. If the record is complete and accurate, Uie examiner should place the indication, "Interview Record OK" on Uie 
paper recording the substance of ttie interview along witti the date and ttie examiner's initials. 
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Cpntinifation Sheet (PTO-413) 



Application No. 10/010,065 



Continuation of Substance of Interview including description of the general nature of what was agreed to if an 
agreement was reached, or any other comments: Faxed amendments were not in compliance with Rule 1 .121. The 
amendments faxed 06/10/2003 (which was also mailed), paper #13 and 06/17/2003, paper #14, failed to list the status 
of claims 1-56. Ms. Verona agreed to send in a new amendment in compliance with Rule 1.21 that reflects the claims 
as listed in the non-entered amendments (paper # 13 and 14), in light of the last ofTicially entered amendment received 
04/14/2003. paper #12. As of 07/08/2003, no amendment has beeri received and a FINAL office action will be mailed. . 
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